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communication by the biologically active lipid oleamide. 
Boger D L; Patterson J E; Guan X; Cravatt B F; 
Lerner R A; Gilula N B 

Department of Chemistry, The Scripps Research Institute, 
10550 North Torrey Pines Road, La Jolla, CA 92037, USA.. 
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CA42056 (NCI) 

Proceedings of the National Academy of Sciences of the 
United States of America, (1998 Apr 28) Vol. 95, No. 9, pp. 
4810-5. 

Journal code: 7505876 . " ISSN : 0027-8424. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199806 

Entered STN: 11 Jun 1998 
Last Updated on. STN: 11 Jun 1998 
Entered Medline: 4 Jun 1998 

ABSTRACT: 

Oleamide is an endogenous fatty acid primary amide that possesses 
sleep-inducing properties in animals and has been shown to effect serotonergic 
systems and block gap junction communication in a structurally specific manner. 
Herein, the structural features of oleamide required for inhibition of the gap 
junction-mediated chemical and electrical transmission in rat glial cells are 
defined. The effective inhibitors fall into two classes of fatty acid primary 
amides of which oleamide and arachidonamide are the prototypical members. Of 
these two, oleamide constitutes the most effective, and its structural 
requirements for inhibition of the gap junction are well defined. It requires 
a chain length of 16-24 carbons of which 16-18 carbons appears optimal, a 
polarized terminal carbonyl group capable of accepting but not necessarily 
donating a hydrogen bond, a Delta9 cis double bond, and a hydrophobic methyl 
terminus. Within these constraints, a range of modifications are possible, 
many of which may be expected to improve in vivo properties. A select set of 
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agents has been identified that serves both as oleamide agonists and as 
inhibitors of fatty acid amide hydrolase 

which is responsible for the rapid inactivation of oleamide. 
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The sleep-inducing lipid oleamide deconvolutes gap junction 
communication and calcium wave transmission in glial cells. 
Guan X; Cravatt B F; Ehring G R; Hall J E; Boger 
D L; Leraer R A; Gilula N B 

Department of Cell Biology, The Scripps Research Institute, 
La Jolla, California 92037, USA. 

The Journal of cell biology, (1997 Dec 29) Vol. 139, No. 7, 
pp. 1785-92. 

Journal code: 0375356. ISSN: 0021-9525. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199802 

Entered STN: 17 Feb 1998 
Last- Updated on STN: 17 Feb 1998 
Entered Medline: 5 Feb 1998 

ABSTRACT : 

Oleamide is a sleep-inducing lipid originally isolated from the cerebrospinal 
fluid of sleep-deprived cats. Oleamide was found, to potently and selectively 
inactivate gap junction-mediated communication between rat glial cells. In 
contrast, oleamide had no effect on mechanically stimulated calcium wave 
transmission in this same cell type. Other chemical compounds traditionally 
used as inhibitors of gap junctional communication, like heptanol and 
18beta-glycyrrhetinic acid, blocked not only gap junctional communication but 
also intercellular calcium signaling. Given the central role for intercellular 
small molecule and electrical signaling in central nervous system function, 
oleamide- induced inactivation of glial cell gap junction channels may serve to 
regulate communication between brain cells, and in doing so, may influence 
higher order neuronal events like sleep induction. 
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hydrolase, the degradative enzyme for anandamide 
and oleamide, has selective distribution in neurons within 
the rat central nervous system. 
Thomas E A; Cravatt B F; Danielson P E; 
Gilula N B; Sutcliffe J G 

Department of Molecular Biology, The Scripps Research 
Institute, La Jolla, California 92037, USA. 
GM32355 (NIGMS) 

Journal of neuroscience research, (1997 Dec 15) Vol. 50, 
No. 6, pp. 1047-52. 

Journal code: 7600111. ISSN: 0360-4012. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
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Entered STN: 12 Mar 1998 
Last Updated on STN: 12 Mar 1998 
Entered Medline: 4 Mar 1998 

ABSTRACT: 

Fatty acid amide hydrolase ( 

***FAAH*** ) is a membrane-bound enzyme activity that degrades n'euromodulatory 

fatty acid amides, including oleamide and anandamide. A single 2.5-kb 

***FAAH*** rnRNA is distributed throughout the rat CNS and accumulates 

progressively between embryonic day 14 and postnatal day 10, remains high until 

postnatal day 30, then decreases into adulthood. FAAH enzymatic 

activity, as measured in dissected brain regions, was well correlated with the 

distribution of its messenger RNA. In situ hybridization revealed profound 

distribution of FAAH rnRNA in neuronal cells throughout the CNS. The 

most prominent signals were detected in the neocortex, hippocampal formation, 

amygdala, and cerebellum. The FAAH distribution in the CNS suggests 

that degradation of neuromodulatory fatty acid amides at their sites of action 
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CONTROLLED TERM: 



CAS REGISTRY NO. 
CHEMICAL NAME: 



analysis 
genetics 



CH, chemistry 



Check Tags: Male 
* Amidohydrolases : AN, 

Amidohydrolases : GE, 

Animals 

* Arachidonic Acids: ME, metabolism 

Blotting, Northern 
^Central Nervous System 

In Situ Hybridization 
*Neurons: ME, metabolism 
*01eic Acids: ME, metabolism 
*RNA, Messenger: AN, analysis 

Rats 

Rats , Sprague-Dawley 

Research Support, U.S 
301-02-0 (oleylamide) ; 
0 (Arachidonic Acids) ; 
EC 3.5. (Amidohydrolases) / 
acid amide hydrolase) 



Gov't, P.H.S. 
94 4 21-68-8 (anandamide) 
0 (Oleic Acids) ; 0 (RNA, Messenger) 
EC 3.5.1.- (fatty- 



L30 ANSWER 4 OF 14 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



MEDLINE on STN 
97055939 MEDLINE 
PubMed ID: 8900284 



DUPLICATE 6 



Full-text 



AUTHOR: 

CORPORATE SOURCE: 

SOURCE: 

PUB. "COUNTRY: 
DOCUMENT TYPE: 
LANGUAGE : 
FILE SEGMENT: 
OTHER SOURCE: 
ENTRY MONTH: 
ENTRY DATE: 



Molecular characterization of an enzyme that degrades 
neuromodulatory fatty-acid amides. 
Cravatt B F; Giang D K; Mayfield S P; Boger D L; 
Lerner R A; Gilula N B . 

Department of Chemistry, The Scripps Research Institute, La 
Jolla, California 92307, USA. 

Nature, (1996 Nov 7) Vol. 384, No. 6604, pp. 83-7. 
Journal code: 0410462. ISSN: 0028-0836. 
ENGLAND: United Kingdom 
Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
GENBANK-U7 24 97 
199612 

Entered STN: 28 Jan 1997 
Last Updated on STN: 28 Jan 1997 
Entered Medline: 10 Dec 1996 

ABSTRACT : 

Endogenous neuromodulatory molecules are commonly coupled to specific metabolic 
enzymes to ensure rapid signal inactivation. Thus, acetylcholine is hydrolysed 
by acetylcholine esterase and tryptamine neurotransmitters like serotonin are 
degraded by monoamine oxidases. Previously, we reported the structure and 
sleep-inducing properties of cis-9-octadecenamide, a lipid isolated from the 
cerebrospinal fluid of sleep-deprived cats. cis^9-Octadecenamide, or oleamide, 
has since been shown to affect serotonergic systems and block gap-junction 
communication in glial cells (our unpublished results). We also identified a 
membrane-bound enzyme activity that hydrolyses oleamide to its inactive acid, 
oleic acid. We now report the mechanism-based isolation, cloning and 
expression of this enzyme activity, originally named oleamide hydrolase, from 
rat liver plasma membranes. We also show that oleamide hydrolase converts 
anandamide, a fatty-acid amide identified as the endogenous ligand for the 
cannabinoid receptor, to arachidonic acid, indicating that oleamide hydrolase 
may serve as the general inactivating enzyme for a growing family of bioactive 
signalling molecules, the fatty-acid amides. Therefore we will hereafter refer 
to oleamide hydrolase as fatty-acid amide 

***hydrolase*** , in recognition of the plurality of fatty-acid amides that 
the enzyme can accept as substrates. 
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Chemical characterization of a family of brain lipids that 
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Department of Chemistry, Scripps Research Institute, La 
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Science, (1995 Jun 9) Vol. 268, No. 5216, pp. 1506-9. 
Journal code: 0404511. ISSN: 0036-8075. 
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Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
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Entered STN: 13 Jul 1995 
Last Updated on STN: 6 Feb 1998 
Entered Medline: 5 Jul 1995 

ABSTRACT: 

A molecule isolated from the cerebrospinal fluid of sleep-deprived cats has 
been chemically characterized and identified as cis-9, 10-octadecenoamide . 
Other fatty acid primary amides in addition to cis-9, 10-octadecenoamide were 
identified as natural constituents of the cerebrospinal fluid of cat, rat, and 
human, indicating that these compounds compose- a distinct family of brain 
lipids. Synthetic cis-9, 10-octadecenoamide induced physiological sleep when 
injected into rats. Together, these results suggest that fatty acid primary 
amides may represent a previously unrecognized class of biological signaling 
molecules . 



AUTHOR: 



CORPORATE SOURCE: 

CONTRACT NUMBER: 
SOURCE: 

PUB. COUNTRY: 
DOCUMENT TYPE: 
LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



CONTROLLED TERM: 



Animals 
*Brain Chemistry 
Cats 

*Cerebrosides : CF, cerebrospinal fiuid 



Cerebrosides : CH, 
Cerebrosides : PD, 



chemistry 
pharmacology 



40 



Humans 

*Lipids: CF, cerebrospinal fluid 

Lipids: CH, chemistry 

Lipids : PD, pharmacology 

Magnetic Resonance Spectroscopy 

Molecular Weight 
*01eic Acids: CF, cerebrospinal fluid 

Oleic Acids: CH, chemistry 

Oleic Acids: PD, pharmacology 

Rats 

Research Support, Non-U. S. Gov't 
Research Support, U.S. Gov f t, Non-P.H.S. 
Research Support, U.S. Gov't, P.H.S. 
Signal Transduction 
*Sleep 
Sleep: DE, drug effects 

Spectrometry, Mass, Fast Atom Bombardment 
Spectrophotometry, Infrared 
Spectrum Analysis, Mass 
CAS REGISTRY NO. : 301-02-0 (oleylamide) 

CHEMICAL NAME: 0 (Cerebrosides ) ; 0 (Lipids); 0 (Oleic Acids) 



L30 ANSWER 6 OF 14 

DUPLICATE 1 
ACCESSION NUMBER- 
DOC. NO. CPI: 
TITLE: 

DERWENT CLASS: 
INVENTOR: 



PATENT ASSIGNEE: 
COUNTRY COUNT: 



WPIX COPYRIGHT 2006 



THE THOMSON CORP on STN 



1999-347603 [29] WPIX 

C1999-102314 [29] 

Oleamide agonists and fatty acid 

amide hydrolase inhibitors 

B05 

BOGER D; BOGER D L; CRAVAT T B; CRAVAT T B 
F; GILULA N; GILULA N B; 

LERNER R; LERNER R A; BOGER L; CRAVATT 
F; GILULA B; LERNER A 
(SCRI-C) SCRIPPS RES INST 
81 



PATENT INFORMATION: 



PATENT NO 


KIND DATE 


WEEK ■ 


LA 


PG 


MAIN IPC 


WO 


9926584 


A2 


19990603 


(199929) * 


EN 


106[22] 


A61K000-00 


AU 


9915973 


A 


19990615 


(199944) 


EN 




A61K000-00 


EP 


1039902 


A2 


20001004 


(200050) 


EN 




A61K031-40 


US 


6251931 


Bl 


20010626 


(200138) 


-EN 




A61K031-40 


AU 


740588 


B 


20011108 


(200176) 


EN 




A61K031-40 


JP 


2001523695 


W 


20011127 


(200204) 


JA 


105 


C07C047-21 


EP 


1039902 


Bl 


20060308 


(200618) 


EN 






DE 


69833791 


E 


20060504 


(200634) 


DE 







APPLICATION DETAILS: 



PATENT NO 



KIND 



APPLICATION 



DATE 



WO 9926584 A2 
EP 1039902 A2 
EP 1039902 Bl 
EP 1039902 A2 



WO 1998-US24913 19981124 
EP 1998-960363 19981124 
EP 1998-960363 19981124 
WO 1998-US24913 19981124 



10/788992 



US 6251931 Bl 
JP 2001523695 W 
EP 1039902 Bl 
AU 9915973 A 
AU 740588 B 
JP 2001523695 W 
US 6251931 Bl 
DE 69833791 E 
DE 69833791 E 
DE 69833791 E 



WO 1998- 

WO 1998- 

WO 1998- 

AU 1999- 

AU 1999- 

JP 2000- 

US 2000- 

DE 1998- 

EP 1998- 

WO 1998- 



US24913 

US24913 

US24913 

15973 1 

15973 1 

521789 

529909 

633791 

960363 

US24913 



19981124 
19981124 
19981124 
9981124 
9981124 
19981124 
20000419 
19981124 
19981124 
19981124 



FILING DETAILS: 

PATENT NO KIND PATENT NO 



AU 


740588 


B 


Previous Publ 


AU 


9915973 


A 


AU 


9915973- 


A 


Based on 


WO 


9926584 


A 


EP 


1039902 


A2 


Based on 


WO 


9926584 


A 


US 


6251931 


Bl 


Based on 


WO 


9926584 


A 


AU 


740588 


B 


Based on 


wo 


9926584 


A 


JP 


2001523695 


W 


Based on 


wo 


9926584 


A 


EP 


1039902 


Bl 


Based on 


wo 


9926584 


A 


DE 


69833791 


E 


Based on 


EP 


1039902 


A 


DE 


69833791 


E 


Based on 


wo 


9926584 


A 



PRIORITY APPLN. INFO: US 1997-977493 19971124 

US 2000-529909 20000419 

INT. PATENT CLASS I F. : 

MAIN: A61K; A61K031-40; C07C047-21 

SECONDARY: A01N043-36; A61K031-16; A61K031-201; A61K031-231; 

A61K031-27; C07C233-00; C07C233-09; C07C233-10; 
C07C233-11; C07C233-20; C07C233-49; C0.7C235-06; 
C07C235-28; C07C235-76; C07C237-22; C07C243-30; 
C07C245-14; C07C259-06; C07C271-10; C07C275-20; 
C07C323-60; C07C327-32; C07C049-227; C07C057-12; 
C07C059-00; C07C069-58; C07D207-00; C07D295-00;. 
C07D295-18 
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BASIC ABSTRACT: . 

WO 1999026584 A2 UPAB: 20060315 

NOVELTY - Compounds with oleamide agonist activity are used for inhibiting gap 
junction-mediated chemical and electrical transmission in glial cells. 
DETAILED DESCRIPTION - The compounds, are oleamide analogs of formula (I) : 
X = cis- or trans-1/ 2-ethenylene, ethynylene, trans-1,2- cyclopropylene or 
trans-2,3-(l-oxa)cyclopropylene; Y = CH2, CH(CH3), C(CH3)2, O, NH, CH(SH), 
CHSAc, CH(OH), CHC1, C(O), C(0)CH2,. CH2NHC(0) or CH2N (CH3 ) C (O) ; Rl = H, NH2 , 
OH, MeNH, Me2N, EtNH, Et2N, CH=CHCH2NH / n-propyl-NH, i-propyl-NH, cyclopropyl- 
NH, i-propyl-NMe, butyl-NH, pyrrolidine, phenyl-NH, phenyl (CH2 ) 3NH, HONH, 
MeONMe, NH2NH, CH30, CH3CH20, CH3(CH2)0, Me2CHCH20, H, CF3 , BrCH2, C1CH2, 
N2CH, HOCH2CH2NH, (HOCH2CH2 ) 2N, HOCH2CH2CH2NH or H0CH2CH (OAc) CH20; R2 = CH3, 
(CH2)2CH3, (CH2)4CH3, (CH2)6CH3, CH20CH3, CH20H, CONH2 or C02H; 
n, m = 0-15, and n+m = 11-15; provided that: 

(i) - if Y = CH3, n - 4, m = 7 and R2 = CH3, then Rl is not CF3 or H; 

(ii) if Y = CH2, n = 5, m - 7 and R2 = CH3 , then Rl is not- CF3, CH2C1, NHOH, 
C(0)NH2, CN2 or C(0)OEt; (iii) if Y = CH2C1, n= 4 , m = 7 and R2 = CH3, then 
Rl is not NH2; (iv) if Y = CH(OH), n = 4, m = 7 and R2 = CH3, then Rl is not 
NH2; (v) if Y = C(O), n = 4, m = 7 and R2 = CH3 , then Rl is not NH2 or 
CH3CH20; and 

(vi) if Y = CH2, n = 4-9, m = 4-7 and R2 =' CH3, then Rl is not NH2 or OH. 
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ACTIVITY - Neuromodulator]/; . sleep disorders; mood disorders; analgesia. 
MECHANISM OF ACTION - Oleamide agonist; fatty acid amide hydrolase inhibitor. 
USE - Analogs for oleamide, an endogenous fatty acid primary amide that 
possesses sleep-inducing properties in animals known to affect serotonergic 
systems and blocking gap junction communication in a structurally specific 
manner. Used to inhibit gap junction-mediated chemical and electrical 
transmission in glial cells (claimed) . Used to help distinguish among 
mechanisms for gap junction inhibition by oleamide and as new neuromodulatory 
agents applicable to sleep or mood disorders, analgesia, and disorders 
associated with higher neuronal function. Act as fluidity transmitters. 
ADVANTAGE - Storage and release may be controlled in a manner analogous to 

that of short peptide hormones and messengers terminating in a primary amide. 

MANUAL CODE: CPI : B07-A03; B10-B04B; B10-C02; B10-C04; B10-D01; 

B10-D03; B10-E04D; B10-F02; B10-G02; B14-C01; B14-J01; 
B14-J01B2 

Member (0003) 

ABEQ EP 1039902 A2 UPAB 20060315 

NOVELTY - Compounds with- oleamide agonist activity are used for 
inhibiting gap junction-mediated chemical and electrical transmission in 
glial cells. 

DETAILED DESCRIPTION - The compounds are oleamide analogs of 
formula (I) : 

X = cis- or trans-1, 2-ethenylene, ethynylene, trans-1,2- . 
cyclopropylene or trans-2, 3- ( 1-oxa) cyclopropylene; 

Y = CH2, CH(CH3), C(CH3)2, O, NH, CH(SH), CHSAc, CH(OH), CHC1, 
C(O), C(0)CH2, CH2NHC(0) or CH2N (CH3 ) C (O) ; 

Rl = H,' NH2, OH, MeNH, Me2N, EtNH, Et2N, CH=CHCH2NH, n-propyl-NH, 
i-propyl-NH, cyclopropyl-NH, i-propyl-NMe, butyl-NH, pyrrolidine, 
phenyl-NH, phenyl (CH2 ) 3NH, HONH, MeONMe, NH2NH, CH30, CH3CH20, CH3(CH2)0, 
Me2CHCH20, H, CF3, BrCH2, C1CH2, N2CH, HOCH2CH2NH, (HOCH2CH2 ) 2N, 
HOCH2CH2CH2NH or HOCH2CH (OAc) CH20; 

R2 = CH3, (CH2)2CH3, (CH2)4CH3, (CH2J6CH3, CH20CH3,. CH20H, CONH2 or 

C02H; 

n, m = 0-15, and n+m = 11-15; 
provided that: 

(i) if Y = CH3, n = 4, m = 7 and R2 = CH3, then Rl is not CF3 or H; 

(ii) if Y = CH2, n = 5, m = 7 and R2 = CH3, then Rl is not CF3, 
CH2C1, NHOH, C(0)NH2, CN2 or C(0)OEt; 

(iii) if Y = CH2C1, n = 4, m - 7 and R2 = CH3, then Rl is not NH2; 

(iv) if Y = CH(OH), n = 4, m - 7 and R2 = CH3, then Rl is not NH2; 

(v) if Y = C(O), n = 4, m = 7 and R2 = CH3 , then Rl is not NH2 or 
CH3CH20; and 

(vi) if Y = CH2, n = 4-9, m - 4-7 and R2 - CH3, then Rl is not NH2 

or OH. 

ACTIVITY - Neuromodulatory; sleep disorders; mood disorders; 
analgesia. 

MECHANISM OF ACTION - Oleamide agonist; fatty 
acid amide hydrolase inhibitor. 

USE - Analogs for oleamide, an endogenous fatty acid primary amide 
that possesses sleep-inducing properties in animals known to affect 
serotonergic systems and blocking gap junction communication in a 
structurally specific manner. Used to inhibit gap junction-mediated 
chemical and electrical transmission in glial cells (claimed) . Used to 
help distinguish among mechanisms for gap junction inhibition by oleamide 
and as new neuromodulatory agents applicable to sleep or mood disorders, 
analgesia, and disorders associated with higher neuronal function. Act as 
fluidity transmitters. 

ADVANTAGE - Storage and release may be controlled in a manner 
analogous to that of short peptide hormones and messengers terminating in 
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a primary amide. 
Member (0004) 

ABEQ US 6251931 Bl UPAB 20060315 

NOVELTY - Compounds with oleamide agonist activity are used for 
inhibiting gap junction-mediated chemical and electrical transmission in 
glial cells. 

DETAILED DESCRIPTION - The compounds are oleamide analogs of 
formula (I) : 

X = cis- or trans-1, 2-ethenylene, ethynylene, trans-1,2- 
cyclopropylene or trans-2, 3- ( 1-oxa) cyclopropylene; 

Y = CH2 , CH(CH3), C(CH3)2, 0, NH, CH(SH), CHSAc, CH(OH), CHC1, 
C(O), C(0)CH2, CH2NHC(0) or CH2N (CH3 ) C (0) ; 

Rl = H, NH2, OH, MeNH, Me2N, EtNH, Et2N, CH=CHCH2NH, n-propyl-NH, 
i-propyl-NH, cyclopropyl-NH, i-propyl-NMe, butyl-NH, pyrrolidine, 
phenyl-NH, phenyl (CH2 ) 3NH, HONH, MeONMe, NH2NH, CH30, CH3CH20,' CH3(CH2)0, 
Me2CHCH20, H, CF3, BrCH2, C1CH2, N2CH, H0CH2CH2NH, (H0CH2CH2) 2N, 
H0CH2CH2CH2NH or HOCH2CH (OAc) CH20; 

R2 = CH3, (CH2)2CH3, (CH2)4CH3, (CH2)6CH3, CH20CH3, CH20H, CONH2 or 

C02H; 

n, m = 0-15, and n+m = 11-15; 
provided that: 

(i) if Y = CH3, n = 4, m = 7 and R2 = CH3, then Rl is not CF3 or H; 

(ii) if Y = CH2, n = 5, m = 7 and R2 = CH3, then Rl is not CF3, 
CH2C1, NHOH, C(0)NH2, CN2 or C(0)OEt; 

(iii) if Y = CH2C1, n = 4, m = 7 and R2 = CH3, then Rl is not NH2; 

(iv) if Y = CH(OH), n = 4, m = 7 and R2 = CH3, then Rl is not NH2; 

(v) if Y = C (O) , n = 4, m = 7 and R2 = CHS , then Rl is not NH2 or 
CH3CH20; and 

(vi) if Y = CH2, n = 4-9, m = 4-7 and R2 = CH3, then Rl is not NH2 

or OH. 

ACTIVITY - Neuromodulatory; sleep disorders; mood disorders; 
analgesia. 

MECHANISM OF ACTION - Oleamide agonist; fatty 
acid amide hydrolase inhibitor. 

USE - Analogs for oleamide, an endogenous fatty acid primary amide 
that possesses sleep-inducing properties in animals known to affect 
serotonergic systems and blocking gap junction' communication in a 
structurally specific manner. Used to inhibit gap junction-mediated 
chemical and electrical transmission in glial cells (claimed) . Used to 
help distinguish among mechanisms for gap junction inhibition by oleamide 
and as new neuromodulatory agents applicable to sleep or mood disorders, 
analgesia, and disorders associated with higher neuronal function. Act as 
fluidity transmitters. 

ADVANTAGE - Storage and release may be controlled in a manner 
analogous to that of short peptide hormones and messengers terminating in 
a primary amide. 

TECH 

ORGANIC CHEMISTRY - Preparation: 

(i) tertiary-butyl diphenylsilyl (TBDSP) chloride, triethylamine, 
4-N, N ' -dimethylaminopyridine (yield 92%); 

(ii) triphenylphosphine (yield 96%); 

(iii) potassium hexadimethylsilazide; pentadecanal (yield 55%); 

(iv) tertiary butyl ammonium fluoride (yield 68%); 

(v) pyridinium dichromate, dimethylf ormamide (yield 76%); 

(vi) (C0C1)2; ammonium hydroxide (yield 67%). 
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SECONDARY: A61K031-12; A61K038-46; C12N009-14; C12N009-80; 

C12N009-99; C12P007-64 
IPC RECLASSIF. : A61K0038-43 [,C]; A61K0038-46 [,A]; C12N0009-14 [,A]; 

C12N0009-78 [ , A] ; C12N0009-80 [,A]; C12P0007-64 [ , A] 

BASIC ABSTRACT: 

WO 1996041869 Al UPAB: 20050826 Novel purified form of cis-9, 10- 
octadecenoamidase (COase) is obtd. by a chromatographic methodology selected 
from affinity, electric, gel filtration, ion exchange and partition 
chromatography, and is characterised by enzymic activity for catalysing the 
conversion of cis-9, 10-octadecenoamide (CO) to oleic acid and by inclusion of 
an amino acid sequence selected from (a)-(aa), 

(a) GGSSGGEGALIGSGGSPLGLGTDIGGSIRFP, (b) SPGGSSGGEGALIGS, (c) ALIGSGGSPLGLGTD, 
(d) GLGTDIGGSTRFPSA, (e) RFPSAFCGICGLKPT, (f) GLKPTGNRLSKSGLK, (g) 
KSGLKGCV YGQTAVQ , (h) QTAVQLSLGPMARDV, (i) MARDVESLALCLKAL, (j) 

CLKALLCEHLFTLDP, (k) FTLDPTVPPFPREE, (1) PFREEVYRSSRPLRV, (m) RPLRVGYYETDNYTM, 
(n) DNYTMPSPAMRRALI , (o) RRALIETKQRLEAAG, (p) LEAAGHTLIPFLPNN, " (q) 
FLPNNI PYALEVLSA, (r) EVLSAGGLFSDGGRS, (s) DGGRS FLQN KKG DFV , (t) 
KGDFVDPCLGDLJLI , (u) DLILILRLPSWFKRL, (v) WFKRLLSLLLKPLFP, (w) 
KPLFPRLAAFLNSMR, (x) LNSMRPRSAEKLWKL, (y) KLWKLQHEI EMYRQS , (z) 
MYRQS VI AQWKAMNL , (aa) KAMNLDVLLTPMLGP, and (ab) PMLGPALDLNTPGR . 
USE - The COase can be used to catalyse the hydrolysis of fatty acid primary 
amides, which have sleep-inducing activity. The COase can also be used to identify 
inhibitors of the COase activity. MANUAL CODE: CPI : B04-C01; B04-L05; B12- 

K04A; D05-C03C; D05-H12A; 

D05-H17A3 

Member (0003) 

ABEQ EP 833899 Al UPAB 20050826 

Novel purified form of cis-9, 10-octadecenoamidase (COase) is obtd. by a 
chromatographic methodology selected from affinity, electric, gel 
filtration, ion exchange and partition chromatography, and is 
characterised by enzymic activity for catalysing the conversion of 
cis-9, 10-octadecenoamide (CO) to oleic acid and by inclusion of an amino 
acid sequence selected from (a)-(aa), (a) GG'SSGGEGALIGSGGSPLGLGTDIGGSIRFP, 
(b) SPGGSSGGEGALIGS, (c) ALIGSGGSPLGLGTD, '(d) GLGTDIGGSIRFPSA, (e) 
RFPSAFCGICGLKPT, (f) GLKPTGNRLSKSGLK, (g) KSGLKGCVYGQTAVQ, (h) 
QTAVQLSLGPMARDV, (i) MARDVESLALCLKAL, (j) CLKALLCEHLFTLDP, (k) 
FTLDPTVPPFPREE, (1) PFREEVYRSSRPLRV, (m) RPLRVGYYETDNYTM, (n) 
DNYTMPSPAMRRALI, (o) RRALIETKQRLEAAG, (p) LEAAGHTLIPFLPNN, (q) 
FLPNNI PYALEVLSA, (r) EVLSAGGLFSDGGRS, (s) DGGRSFLQNKKGDFV, (t) 
KGDFVDPCLGDLILI, (u) DLILILRLPSWFKRL, (v) WFKRLLSLLLKPLFP, (w) 
KPLFPRLAAFLNSMR, (x) LNSMRPRSAEKLWKL, (y) KLWKLQHEI'EMYRQS , (z) 
MYRQS VI AQWKAMNL, (aa) KAMNLDVLLTPMLGP, and (ab) PMLGPALDLNTPGR. 

USE - The COase can be used to catalyse the hydrolysis of fatty acid 
primary amides, which have sleep-inducing activity. The COase can also be 
used to identify inhibitors of the COase activity. 

Member (0004) 

ABEQ JP 11507554 W UPAB 20050826 

Novel purified form of cis-9, 10-octadecenoamidase (COase) is obtd. by a 
chromatographic methodology selected from affinity, electric, gel 
filtration, ion exchange and partition chromatography, and -is 
characterised by enzymic activity for catalysing the conversion of 
cis-9, 10-octadecenoamide (CO) to oleic acid and by inclusion of an amino 
acid sequence selected from (a)-(aa), (a ) GGSSGGEGALIGSGGSPLGLGTDIGGSIRFP, 

(b) SPGGSSGGEGALIGS, (c) ALIGSGGSPLGLGTD, (d) GLGTDIGGSIRFPSA, (e) 
RFPSAFCGICGLKPT, (f) GLKPTGNRLSKSGLK, (g) KSGLKGCVYGQTAVQ, (h) 
QTAVQLSLGPMARDV, (i) MARDVESLALCLKAL, (j) CLKALLCEHLFTLDP, (k) 
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FTLDPTVPPFPREE, (1) PFREEVYRSSRPLRV, (m) RPLRVGYYETDNYTM, (n) 
DNYTMPSPAMRRALI , (o) RRAL I ETKQRLEAAG , (p) LEAAGHTLI PFLPNN, (q) 
FLPNNI PYALEVLSA, (r) EVLSAGGLFSDGGRS , (s) DGGRS FLQNKKGDFV , (t) 
KGDFVDPCLGDLILI, (u) DLILILRLPSWFKRL, (v) WFKRLLSLLLKPLFP, (w) 
KPLFPRLAAFLNSMR, (x) LNSMRPRSAEKLWKL , (y) KLWKLQHE I EMYRQS. , (z) 
MYRQS VIAQWKAMNL , (aa) KAMNLDVLLTPMLGP, and (ab) PMLGPALDLNTPGR . 

USE - The COase can be used to catalyse the hydrolysis of fatty acid 
primary amides, which have sleep-inducing activity. The COase can also be 
used to identify inhibitors of the COase activity. 
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2004:186194 BIOSIS Full-text 
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Assay for inhibitors of fatty-acid 
amide hydrolase. 

Gilula, Norton B. [Inventor, Reprint -Author]; 
Cravatt, Benjamin F. [Inventor] ; Lerner, 
Richrd A. [Inventor] 
La Jolla, CA, USA 

ASSIGNEE: The Scripps Research Institute 
US 6699682 20040302 

Official Gazette of the United States Patent and Trademark 
Office Patents, (Mar 2 2004) Vol. 1280, No. 1. 
http : / /www . uspto . gov/web/menu/patdata . html . e-file. 
ISSN: 0098-1133 (ISSN print). 
Patent 
English 

Entered STN: 7 Apr 2004 
Last Updated on STN: 7 Apr 2004 
ABSTRACT: The soporific activity of cis-9, 10-octadecenoamide and other soporific 
fatty acid primary amides is neutralized by hydrolysis in the presence of 
*** fatty*** -acid amide hydrolase (FAAH 

). Hydrolysis of cis-9, 10-octadecenoamide by FAAH leads to the 
formation of oleic acid, a compound without soporific activity. FAAH 
has be isolated and the gene encoding FAAH has been cloned, 
sequenced, and used to express recombinant FAAH. Inhibitors of 
** *FAAH*** are disclosed to block the hydrolase activity. 
NAT. PATENT. CLASSI F . : 4 350 18 000 
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Genetics - General 03502 

Biochemistry studies - Nucleic acids, purines and 
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Methods and Techniques; Molecular Genetics (Biochemistry 
and Molecular Biophysics) ; Pharmacology 
Chemicals & Biochemicals 

cis-9, 10-octadecenoamide: soporific activity; 

fatty-acid amide 

hydro la s e ; f a t ty - ac i d 

amide hydrolase inhibitors: enzyme 

inhibitor-drug; soporific fatty acid primary amides 
Methods & Equipment 
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Electron cryo-crystallography reveals that oleamide, a 
sleep inducing compound, causes structural changes of a gap 
junction channel. 

Unger, V. M. ; Entrikin, D. W.; Guan, X.; Cravatt, 
B.; Kumar, N. M.; Lerner, R. A. ; 
Gilula, N. B.; Yeager, M. 

Scripps Res. Inst., La Jolla, CA 92037, USA 
Biophysical Journal, (1997) Vol. 72, No. 2 PART 2, pp. 
A291. 

Meeting Info. : 41st Annual Meeting of the Biophysical 
Society. New Orleans, Louisiana, USA. March 2-6, 1997. 
CODEN: BIOJAU. ISSN: 0006-3495. 
Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 

Conference; (Meeting Poster) 

English 

Entered STN: 2 Apr 1997 

Last Updated on STN: 2 May 1997 

General biology - Symposia, transactions and proceedings 
00520 

Cytology - Animal 02506 

Biochemistry studies - Proteins, peptides and amino acids 
10064 

Biochemistry studies - Lipids 10066 

Biophysics - Molecular properties and macromolecules 
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Biophysics - Membrane phenomena 10508 
Major Concepts 
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Membranes (Cell Biology) 
Chemicals & Biochemicals 

OLEAMIDE 
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ALPHA-CONNEXIN; ANALYTICAL METHOD; BHK CELL LINE; 
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SLEEP-INDUCING COMPOUND; STRUCTURAL CHANGES 
Classifier 
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Super Taxa 

Rodentia; Mammalia; Vertebrata; Chordata; Animalia 
Organism Name 

Cricetidae 
Taxa Notes 

Animals, Chordates, Mammals, Nonhuman Vertebrates, 
Nonhuman Mammals, Rodents, Vertebrates 
301-02-0 (OLEAMIDE) 
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The sleep induction lipid oleamide blocks gap junction 
communication but not calcium wave transmission in glial 
cells . 

Guan, X. J. [Reprint author]; Cravatt, B. F. ; 
Ehring, G. R. ; Hall, J. E. ; Boger, D. L.; Lemer, R. 
A.; Gilula, N. B. [Reprint author] 

Dep. Cell Biol., The Scripps Res. Inst., La Jolla, CA 
92307, USA 

Molecular Biology of the Cell, (1996) Vol. 7, No. SUPPL., 
pp. 280A. 

Meeting Info. : Annual Meeting of the 6th International 
Congress on Cell Biology and the 36th American Society for 
Cell Biology. San Francisco, California, USA. December 
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COMMUNICATION; GLIAL CELL; MEMBRANES; NERVOUS SYSTEM; 

OLEAMIDE; SLEEP INDUCING LIPID 
Classifier 

Felidae 85770 
Super Taxa 

Carnivora; Mammalia; Vertebrata; Chordata; Animalia 
Organism Name 

cat 
Taxa Notes 

Animals, Carnivores, Chordates, Mammals, Nonhuman 
Vertebrates, Nonhuman Mammals, Vertebrates 

301-02-0 (OLEAMIDE) 

7440-70-2 (CALCIUM) 
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An endogenous sleep-inducing lipid activates intercellular 
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Charles, A. C. [Reprint author]; Cravatt, B . F. ; 
Boger, D. L. ; Gilula, N. B. [Reprint author]; 
Lerner , R . A . 

Dep. Neurol., UCLA, Los Angeles, CA 90095, USA 

Journal of Neurochemistry, (1996) Vol. 66, No. SUPPL. 1, 

pp. S75. 
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General biology - Symposia, transactions and proceedings 
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Cytology - Animal 02506 
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Nervous system - General and methods 20501 
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Major Concepts . 
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Biology; Endocrine System (Chemical Coordination and 
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Chemicals & Biochemicals 

CALCIUM 
Miscellaneous Descriptors 

CELLULAR SIGNAL; CIS- 9, 10-OCTADECENOAMIDE; MEETING 

ABSTRACT; RAT BRAIN 
Classifier 

Muridae 86375 
Super Taxa 

Rodentia; Mammalia; Vertebrata; Chordata; Animalia 
Organism Name 

Muridae 
Taxa Notes 

Animals, Chordates, Mammals, Nonhuman Vertebrates, 
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amidase) . Hydrolysis of cis-9, 10-octadecenoamide by FAAH leads to the 
formation of oleic acid, a compound without soporific activity. FAAH was 
isolated and the gene encoding rat, mouse, and human FAAH was cloned, 
sequenced, and used to express recombinant FAAH. Inhibitors of FAAH are 
disclosed to block' the hydrolase activity. 
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